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CLAIMS: 



1. 



A compound having the structure (I) 



Ar 




.C(0)R' 



'0-1 



,20 



(I) 



wherein 



R 



represents 



-F, 

-CI, 

-Br, 

-N0 2 , 

-(Ci_3 alkyl) optionally substituted with halogen, or 
-NR 2 R 3 , wherein 

R 2 and R 3 are independently H or C1.3 alkyl optionally substituted 

with halogen; 

R 4 represents -F, -CI, -Br, or -(Ci_ 3 alkyl) optionally substituted with halogen; 
Ar represents: 



-(Ci-3 alkyl) optionally substituted with halogen, 
~0(Ci_3 alkyl) optionally substituted with halogen, 
-S(Ci„ 3 alkyl) optionally substituted with halogen 
-CN, 

-C(0)NH 2 , 

-S0 2 NH 2 , 

-C(0)CH 3 , 




0-2 



wherein 

R 5 represents 



-F, 

-CI, 

-Br, 
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-N0 2 ; or 
-NR 6 R 7 , wherein 

R 6 and R 7 are independently H or -(Ci_ 3 alkyl) 
optionally substituted with halogen; 




0-2 



wherein 

R 8 represents 



-CN 

-(C1-3 alkyl) optionally substituted with halogen, 
-0(Ci_3 alkyl) optionally substituted with halogen, 
-C(0)NH 2 ,or 
-SO2NH2 ; or 



-(Ci_ 3 alkyl) optionally substituted with halogen, 
-0(Ci_ 3 alkyl) optionally substituted with halogen, or 
-CN; 

Z represents C or N; 

when Z is C, R 11 is located on one of the two ring atoms encompassed by the 
bracket and the other of the two ring atoms encompassed by the bracket beaxs a H 
or an R 19 substituent, and 

when Z is C, R 11 represents 




wherein 

R 9 represents -F, -CI, or -Br ; 



R represents 
-CI, 
-Br, 
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WW 

^n^ 12 ) 0 . 



2 

wherein 

R 12 represents 

-F, -CI -Br, 

-OH, 

-(C1-3 alkyl) optionally substituted with halogen, 

-0(Ci_ 3 alkyl) optionally substituted with halogen., or 

-CH 2 OR 13 ; wherein 

R 13 represents H or -(C1-3 alkyl) optionally 



substituted with halogen ; 



/1 " 2 v CH 3 



CH 



'3 



DH3 



R 14 

R 15 



wherein 

R 14 represents H or -(Q-3 alkyl) optionally substituted with 
halogen; 

R 15 represents -(CH 2 )o-2(C 3 _ 6 cycloalkyl) wherein said cycloalkyl 
moiety is optionally substituted with up to two substitiaents 
independently selected from the group of -F, -CI, -Br, —OH, 
-(C1-3 alkyl) optionally substituted with halogen, -0<Ci_ 3 
alkyl) optionally substituted with halogen, and -CH 2 OR 16 ; 
wherein 

R 16 represents H or -(Ci_ 3 alkyl) optionally 
substituted with halogen; and 



NR 17 R 18 



wherein 
; pi 

halogen, 



R 17 represents H or -(Ci_ 3 alkyl) optionally substituted Avith 



and 
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1 o 

R represents ~(Ci_ 3 alkyl) optionally substituted with halogen; or 




CH 3 



with the proviso that when R 11 is -CH 2 -NR 17 R 18 , 

R 10 is -Br, -CN, -0(Ci_ 3 alkyl), ~OCF 3 , -OCF 2 Cl, or ~(C U3 alkyl) optionally 
substituted with halogen; 

when Z is N, R 11 is located on the carbon atom encompassed by the bracket and 
R 11 represents 



R represents 

-F, -CI, -Br, 

-(C1-3 alkyl) optionally substituted with halogen, or 
-0(Ci_ 3 alkyl) optionally substituted with halogen; 

R represents 

-NHR 21 , or 
-OR 22 ; wherein 

R 21 and R 22 are each independently H or -(C1.3 alkyl) optionally 
substituted with halogen; 

or a pharmaceutically acceptable salt or hydrate thereof. 

2. The compound of claim 1 wherein 

R 1 represents 




wherein 

R 12 is as defined above; 



-F, 
-CI, 
-Br, or 

-(C1-3 alkyl) optionally substituted with halogen; 
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Ar represents: 

x 




K 



(R 5 ) 

0-2 

wherein 
R 5 represents 
-F, 



-CI, 
-Br, 

-(C1-3 alkyl) optionally substituted with halogen, 
-0(Ci- 3 alkyl) optionally substituted with halogen, 
-S(Ci_3 alkyl) optionally substituted with halogen 
-CN, 

-C(0)NH 2 , 
-SO2NH2, 
-C(0)CH 3> 
-N0 2 ; or 
-NR 6 R 7 , wherein 

R 6 and R 7 are independently H or -(Q-3 alkyl) 
optionally substituted with halogen; 




wherein 

R 8 represents 



-CN 

-(C1-3 alkyl) optionally substituted with halogen, 
-0(Ci-3 alkyl) optionally substituted with halogen, 
-C(0)NH 2 ,or 
-SO2NH2 ; or 
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N 



: r9 i 



0-2, 

wherein 

>9 



R 9 represents -F, -CI, or -Br ; 



R represents 

-ci, 

-0(Ci- 3 alkyl) optionally substituted with halogen, or 
-CN; 



Z represents C; 



R is located on one of the two ring atoms encompassed by the bracket and the 
other of the two ring atoms encompassed by the bracket bears a H or an R 19 
substituent, 

R 11 represents 




wherein 

R 12 represents 

-F, -CI -Br, 

-OH, 

-(Cj _ 3 alkyl) optionally substituted with halogen, 

-0(Ci- 3 alkyl) optionally substituted with halogen, or 

-CH 2 OR 13 ; wherein 

R represents H or -(Ci_ 3 alkyl) optionally 

substituted with halogen ; 

R 15 
wherein 

R 14 represents H or -(Q.3 alkyl) optionally substituted with 
halogen; 

R 15 represents -(CH2>o-2(C3-6 cycloalkyl) wherein said cycloalkyl 
moiety is optionally substituted with up to two substituents 
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independently selected from the group of -F, -CI, -Br, -OH, 
-(C1-3 alkyl) optionally substituted with halogen, -0(Ci_ 3 
alkyl) optionally substituted with halogen, and -CH 2 OR 16 ; 
wherein 

R 16 represents H or -(C1..3 alkyl) optionally 
substituted with halogen; or 



wherein 

R 17 represents H or -(C x . 3 alkyl) optionally substituted with 
halogen, 

and 

R 18 represents -(Q-3 alkyl) optionally substituted with halogen; 



with the proviso that when R 11 is -CH 2 -NR 17 R 18 , 

R 10 is -Br, -CN, -0(Ci_ 3 alkyl), -OCF 3 , -OCF 2 Cl, or -(d- 3 alkyl) optionally 
substituted with halogen; 

R 19 represents 

-F, -CI, -Br, 

-(Ci„ 3 alkyl) optionally substituted with halogen, or 
-0(Ci- 3 alkyl) optionally substituted with halogen; and 

R 20 represents 

-OR 22 ; wherein 

22 

R is H or -(C1.3 alkyl) optionally substituted with halogen. 
3. The compound of claim 1 wherein 

R 1 is absent or represents a single substituent selected from 




-F, 

-CI, and 
-Br; 



R 4 is absent; 
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Ar represents: 




-(C1-3 alkyl) optionally substituted with halogen, 
-0(Ci- 3 alkyl) optionally substituted with halogen, or 
-CN; 




wherein 

o 

R represents 
-CN 

-(Ci_ 3 alkyl) optionally substituted with halogen, or 
-0(Ci_ 3 alkyl) optionally substituted with halogen; or 




wherein 

R 9 represents -F, -CI, or -Br ; 

R 10 represents 
-CI, or 

-0(Ci_ 3 alkyl) optionally substituted with halogen; 
Z represents C; 

R u is located on one of the two ring atoms encompassed by the bracket and the 
other of the two ring atoms encompassed by the bracket bears a H or an R 19 
substituent, 



156 



WO 2005/097752 



PCT/US2005/010999 



R 11 represents 

WW 



(W 



R 



2 
14 



R 15 
wherein 

R 14 represents H or -(Ci_ 3 alkyl) optionally substituted with 
halogen; 

R 15 represents -(CH 2 )o-2(C 3 _ 6 cycloalkyl) wherein said cycloalkyl 
moiety is optionally substituted with up to two substituents 
independently selected from the group of -F, -CI, -Br, -OH, 
-(Q-3 alkyl) optionally substituted with halogen, -0(Ci_ 3 
alkyl) optionally substituted with halogen, and -CH 2 OR 16 ; 
wherein 

R 16 represents H or -(Q„ 3 alkyl) optionally 



substituted with halogen; or 



(V 



NR 17 R 18 
wherein 

R 17 represents H or -(Ci_ 3 alkyl) optionally substituted with 
halogen, 

and 

R 18 represents -(Ci_ 3 alkyl) optionally substituted with halogen; 



with the proviso that when R 11 is -CH 2 -NR 17 R 18 , 

R 10 is -Br, -CN, -0(Q- 3 alkyl), -OCF 3 , -OCF 2 Cl, or -(d_ 3 alkyl) optionally 
substituted with halogen; 

R 19 represents 

-F, -CI, or -Br; and 

R 20 represents 

-OR 22 ; wherein 
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Example 
Number 


Chemical Name 


1 


8~chloro-6-fluoro-4-oxo-7-(4-pyridin-2-yl-piperazin~ 1 -yl)- 1 - [4- 
(pyrrolidin- 1 -ylmethyl)phenyl]- 1 ,4-dihydroquinoline-3 -carboxylic acid 


2 


8-chloro-6-fluoro-7-[4-(4-fluorophenyl)-piperazin-l-yl]-4-oxo-l-[4- 
(pyrrolidin-l-ylmethyl)phenyl]~l 5 4-dihydroquinoline-3-carboxylic acid 


4 


8-chloro-6-fluoro-7- [4-(2-cyanophenyl)-piperazin- 1 -yl] -4-oxo- l-[4- 
(pyrrolidin- 1 -ylmethyl)phenyl]- 1 ,4-dihydroquinoline-3 -carboxylic acid 


6 


8-chloro-6-fluoro-4-oxo-7-(4-pyrimidin-2-ylpiperazin- 1 -yl) -l-[4- 
(pyrrolidin- 1 -ylmethyl)phenyl] - 1 ,4-dihydroquinoline-3-carboxylie acid 


7 


8-chloro-7-[4-(3-cyanopyridin-2-yl)piperazin-l-yl]-6-fluoro-4-oxo-l- 
[4-(pyrrolidin- 1 -ylmethyl)phenyl]- 1 ,4-dihydroquinoline-3-carboxylic 
acid 


13 


8-chloro-6-fluoro-7- [4-(6-methylpyridin-2-yl)-piperazin- 1 -yl] -4-oxo- 1 - 
[4-(pyrrolidin- 1 -ylmethyl)phenyl] - 1 ,4-dihydroquinoline-3-carboxylic 
acid 


15 


8 -chloro-7- [4-(2-cyanophenyl)piperazin- 1 -yl] -6-fluoro-4-oxo- 1 - [4- 
(pyrrolidin- 1 -ylmethyl)phenyl] - 1 ,4-dihydroquinoline-3 -carboxylic acid 


17 


8 -chloro-6-fluoro- 1 - { 4- [(2-methylpyrrolidin- 1 -yl)methyl]phenyl } -4- 
oxo-7-(4-pyridin-2-ylpiperazin- 1-yl)- 1 ,4-dihydroquinoline-3- 
carboxylic acid 


18 


8-chloro-6-fluoro-7-[4-(4-fluorophenyl)-piperazin- 1 -yl]- 1 - { 4-[(2- 
methylpyrrolidin- l-yl)methyl]phenyl } -4-oxo- 1 ,4-dihydroquinoline-3~ 
carboxylic acid 


19 


8-chloro- 1 - { 4-[(2,5-dimethylpyrrolidin- 1 -yl)methyl]phenyl } -6-fluoro- 
4-oxo-7-(4-pyridin-2-ylpiperazin- 1 -yl)- 1 ,4-dihydro-quinoline-3- 
carboxylic acid 


21 


8-chloro-6-fluoro- 1 -(4- { [(2R)-2-(methoxy-methyl)pyrrolidin- 1 - 
yl]methyl }phenyl)-4-oxo-7-(4-pyridin-2-ylpiperazin- 1 -yl)- 1 ,4- 
dihydroquinoline-3 -carboxylic acid 
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23 


8 -chloro-6-fluoro-7- [4-(4-fluorophenyl)-piperazin- 1 -yl] - 1 -(4- { [(2R)-2- 
(inethoxymethyl)pyrrolidin- l~yl]methyl }phenyl)-4-oxo- 1 ,4- 
dihydroquinoline-3-carboxylic acid 


24 


8 -chloro-6-fluoro- 1 -(4- { [(2S)-2-(methoxy-methyl)pyrrolidin- 1 - 
yl]methyl } phenyl)-4-oxo-7-(4-pyridin-2-ylpiperazin- 1 -yl)- 1 ,4- 
dihydroquinoline-3-carboxylic acid 


25 


8-chloro-6-fluoro-7-[4-^ 

(rnetlioxymethyl)pyrrolidin- 1 -yl]methyl }phenyl)-4-oxo- 1 ,4- 
dihydroquinoline-3-carboxylic acid 


26 


8 -chloro-6-fluoro- 1 -(4- { [(2S)-2-(methoxy-methyl)pyrrolidin- 1 - 
yl]methyl }phenyl)-4-oxo-7-(4-pyrimidin-2-ylpiperazin- 1-yl)- 1 ,4- 
dihydroquinoline-3-carboxylic acid 


27 


8-chloro-6-fluoro-l-(4-{[(3S)-3-hydroxy-pyrrolidin-l- 
yl]methyl }phenyl)-4-oxo-7-(4-pyrimidin-2-ylpiperazin- 1 -yl)- 1 ,4- 
dihydroquinoline-3-carboxylic acid 


28 


8 -chloro-6-fluoro- 1 -(4- { [(3 S)-3 -hydroxy-pyrrolidin- 1 - 
yl]methyl }phenyl)-4-oxo-7-(4-pyridin-2-ylpiperazin- 1 -yl)- 1 ,4- 
dihydroquinoline-3-carboxylic acid 


29 


8-chloro-6-fluoro-7-[4-(4-fluorophenyl)-piperazin-l-yl]-l-(4-{[(3S)-3- 
hydroxypyrrolidin- 1 -yl]methyl }phenyl)-4-oxo- 1 ,4-dihydroquinoline-3- 
caxboxylic acid 


30 


8 -chloro-7- [4-(2-cy anophenyl)piperazin- 1 -yl] -6-fluoro- 1 -(4- { [(3 S)-3 - 
hydroxypyrrolidin- 1 -yl]methyl } phenyl)-4-oxo- 1 ,4-dihydro-quinoline- 
3-carboxylic acid 


31 


8-chloro-6-fluoro-7-[4-(4-fluorophenyl)-piperazin-l-yl]-l-(4-{[(3R)-3- 
hydroxypyrrolidin-l-yl]methyl}phenyl)-4-oxo-l ? 4-dihydroquinoline-3- 
carboxylic acid 


32 


8-chloro-7-[4-(2-cyanophenyl)piperazin- 1 -yl] -6-fluoro- 1 -(4- { [(3R)-3- 
hy droxypyrrolidin- 1 -yl] methyl } phenyl) -4-oxo- 1 ,4-dihydro-quinoline- 
3-carboxylic acid 


35 


8-chloro-7-[4-(3-cyanopyridin-2-yl)piperazin-l-yl]-6-fluoro-4-oxo-l- 
[6 -(pyrrolidin- 1 -ylmethyl)pyridin-3 -yl] - 1 ,4-dihydroquinoline~3- 
carboxylic acid 
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37 


8-chloro-6-fluoro-7-[4^ 
(pyrrolidin~l-ylm^ 
carboxylic acid 


38 


8-chloro-744~(4-chloropheiayl)piperazin-l-yl]-6-fluoro-4-oxo-l-[6^ 
(pyrrolidin-l-ylmethyl)pyridin-3-yl]-l,4-dihydroquinoline-3- 
carboxylic acid 


39 


8-chloro-7-[4-(2-cyanophenyl)piperazin-l~yl]-6-fluoro-l-[2-fluoro--4- 
(pyrrolidin-l-ylmethyl)phenyl]-4--oxo-l ? 4--dihydroquinoline-3- 
carboxylic acid 


40 


8-chloro-6-fluoro4-[2-fluoro-4-(pyrrolidin-l-ylmethyl)phenyl]-4-oxo- 
7~(4-pyrimidin-2-ylpiperazin- 1 -yl)- 1 ,4-dihydroquinoline-3-carboxylic 
acid 


41 


8-chloro-6-fluoro-7-[4-(4-fluorophenyl)-piperazin- 1 -yl]- 1 - [2-fluoro-4- 
(pyrrolidin-l-ylmethyl)phenyl]-4-oxo-l 9 4-dihydroquinoliiie-3-- 
carboxylic acid 


42 


8-chloro-7-[4-(4-chlorophenyl)piperazin"l-yl]-6-fluoro--l-[2--fluoro-4- 
(pyrrolidin- 1 -ylmethyl)phenyl] -4-oxo- 1 ,4-dihydroquinoline-3- 
carboxylic acid 


43 


8-chloro-6-fluoro-l-[2-fiuoro-4-(pyrrolidin"l-ylmethyl)phenyl]-4-oxo- 
7-(4-phenylpiperazin- 1 -yl)- 1 ,4-dihydroquinoline-3-carboxylic acid 


44 


8-chloro-6-fluoro-l-[2-fluoro-4K^ 

(3-methylpyridin-2-yl)piperazin-l-yl]-4-oxo-l,4-dihydro-quinoline-3- 
carboxylic acid 


45 


8-chloro-7-[4-(3-cyanopyridin-2--yl)piperazin-l-yl]--6-fluoro--l-[2- 
fluoro-4-(pyrrolidin~ 1 -ylmethyl)phenyl] -4-oxo- 1 ,4-dihydro-quinoline- 
3 -carboxylic acid 


48 


8-chloro-7-[4-(4-cyanophenyl)piperazin-l-yl]-6-fluoro-l-[2-fluoro-4^ 
(pyrrolidin- l-ylmethyl)phenyl] -4-oxo- 1 ,4-dihydroquinoline-3- 
carboxylic acid 


56 


8-chloro-l-{4-[(cyclopentylarnino)-inethyl]phenyl}-6-fluoro-4-oxo-7- 
(4-pyridin-2-ylpiperazm-l-yl)-l 9 4-dihydro-quinoline'-3-carboxylic acid 


57 


8-chloro- 1 - { 4-[(cyclopentylamino)methyl] -phenyl } -6-fluoro-4-oxo-7- 
(4-pyrimidin-2-ylpiperazin- 1-yl)- 1 ,4-dihydroquinoline-3 -carboxylic 
acid 
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58 


8-chloro- 1 - { 4- [(cyclobutylamino)methyl] -phenyl } -6-fluoro-4-oxo-7- 
(4-pyridin-2-ylpiperazin-l-yl)-l,4-dihydroquinoline-3-carboxylic acid 


59 


8-chloro- 1 -{ 4- [(cyclopropylamino)-methyl]phenyl } -6-fluoro-4-oxo-7- 
(4-pyridin-2-ylpiperazin- 1 -yl)- 1 ,4-dihydro-quinoline-3-carboxylic acid 


60 


8-chloro- 1 - { 4- [(cyclopropylamino)methyl] -phenyl } -6-fluoro-4-oxo-7- 
(4-pyrimidin-2-ylpiperaziri- 1 -yl)- 1 ,4-dihydroquinoline-3-carboxylic 
acid 


61 


8-chloro- 1 -(4- { [cyclohexyl(methyl)amino]-methyl }phenyl)-6-fluoro-4- 
oxo-7-(4-pyridin-2-ylpiperazin- 1 -yl)- 1 ? 4-dihydro-quinoline-3- 
carboxylic acid 


62 


8-chloro- 1 -(4- { [cyclohexyl (methyl)amino]-methyl } phenyl)-6-fluoro- 
4-oxo-7-(4-pyrimidin-2-ylpiperazin- 1 -yl)- 1 ,4-dihydro-quinoline-3- 
carboxylic acid 


69 


8-chloro-l-{4-[2-(dimethylamino)ethyl]phenyl}-6-fluoro-4-oxo-7-(4- 
pyridin-2-ylpiperazin-l-yl)-l,4-dihydroquinoline-3-carboxylic acid 


72 


6-fluoro-8-methoxy-4-oxo-7-(4-pyridin-2-ylpiperazin-l-yl)-l-[4- 
(pyrrolidin-l-ylmethyl)phenyl]-l 3 4-dihydroquinoline-3-carboxylic acid 


73 


6-fluoro-8-methoxy-4-oxo-7-(4-pyrixnidin-2-ylpiperazin-l-yl)-l-[4- 
(pyrrolidin-l-ylmethyl)phenyl]-l,4-dihydroquinoline-3-carboxylic acid 


74 


6-fluoro-7-[4-(4-fluorophen.yl)piperazin-l-yl]-8-methoxy-4-oxo-l-[4- 
(pyrrolidin-l-ylmethyl)phenyl]-l 5 4-dihydroqtiinoline-3-carboxylic acid 


77 


7 - [4- (4-c y anopheny l)piper azin- 1 -yl] -6-fluoro-8-methoxy-4-oxo- 1 - [4- 
(pyrrolidin- 1 -ylmethyl)phetiyl]- 1 ,4-dihydroquinoline-3-carboxylic acid 


79 


7-[4-(3-cyanopyridin-2-yl)piperazin-l-yl]-6-fluoro-8-methoxy-4-oxo- 
l-[4-(pyrrolidin- 1 -ylmethyl)phenyl]- 1 ,4-dihydroquinoline-3 -carboxylic 
acid 


85 


6-fluoro-7- [4-(3 -fluoropheny l)piperazin- 1 -yl] -8 -methoxy-4-oxo- 1 - [4- 
(pyrrolidin- 1 -ylmethyl)phenyl] - 1 ,4-dihy droquinoline-3 -carboxylic acid 


88 


6-fluoro-8-methoxy-7- { 4- [2-(methylthio)phenyl]-piperazin- 1 -yl } -4- 
oxo- 1 - [4-(pyrrolidin- 1 -ylmethyl)phenyl]- 1 ,4-dihydroquinoline-3- 
carboxylic acid 


89 


7-[4-(2-cyanophenyl)piperazin-l-yl]-6-fluoro-8-methoxy-4-oxo-l-[4- 
(piperidin- 1 -ylmethyl)phenyl] - 1 ,4-dihy droquinoline-3 -carboxylic acid 
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90 


7_ [4-(4-chlorophenyl)piperazin-l^ 

(piperidin- 1 -ylmethyl)phenyl] - 1 ,4-dihydroqxiinoline-3-carboxylic acid 


92 


1 - { 4- [(dimethylamino)methyl]phenyl } -6-flixoro-8-methoxy-4-oxo-7- 
(4-pyridin-2-ylpiperazin- 1 -yl)- 1 ,4-dihydroqxiinoline-3 -carboxylic acid 


93 


1 - { 4- [(dimethylamino)methyl]phenyl } -6-fluoro-7- [4-(4- 
fluorophenyl)piperazin- 1 -yl]-8-methoxy-4-oxo- 1 ,4-dihydroquinoline- 
3 -carboxylic acid 


96 


1 - { 4- [(dimethylamino)methyl] phenyl } -6-flixoro-8 -methoxy-4-oxo-7- 
(4-pyrimidin-2-ylpiperazin- 1 -yl)~ 1 ,4-dihy<±;oquinoline-3 -carboxylic 
acid 


97 


1 - { 4- [(dimethylamino)methyl]phenyl } -6-flu oro-8-methoxy-4-oxo-7- 
(4-phenylpiperazin- 1 -yl)- 1 ,4-dihydroquinoline-3 -carboxylic acid 


98 


7-[4-(3-chlorophenyl)piperazin- 1 -yl] - 1 - { 4- 

[(dimethylamino)methyl]phenyl } -6-fluoro-8 -methoxy-4-oxo- 1 ,4- 
dihy droquinoline-3 -carboxylic acid 


102 


7-[4-(4-cyanophenyl)piperazin-l-yl]-l-{4- 

[(dimethylamino)methyl]phenyl } -6-fluoro-8 -methoxy-4-oxo- 1 ,4- 
dihy droquinoline-3 -carboxylic acid 


105 


1 - { 4- [(diethylamino)methyl]phenyl } -6-fluoro-7- [4-(4- 
fluorophenyl)piperazin- 1 -yl] -8-methoxy-4-o;xo- 1 ,4-dihydroquinoline- 
3 -carboxylic acid 


106 


1 - { 4- [(diethylamino)methyl]phenyl } -6~fluoro-8-methoxy-4-oxo-7-(4- 
pyrimidin-2-ylpiperazin- 1 -yl)- 1 ,4-dihydroquinoline-3-carboxylic acid j 


108 


7- [4-(4-cyanophenyl)piperazin- 1 -yl] - 1 - { 4- 
[(diet±Lylainino)methyl]phenyl}-6-fluoro-8-naethoxy-4-oxo-l,4- 
dihydroquinoline-3-carboxylic acid 


110 


l-{4-[(diethylamino)methyl]phenyl}-6-fluoro-8-methoxy-7-[4-(2- 
methoxyphenyl)piperazin- 1 -yl] -4-oxo- 1 ,4-diliydro-quinoline-3 - 
carboxylic acid 


113 


7- [4-(3 -cyanopyridin-2-yl)piperazin- 1 -yl] - 1 - { 4- 
[(diethylamino)methyl]phenyl } -6-fluoro-8-methoxy-4-oxo- 1 ,4- 
dihydroquinoline-3-carboxylic acid 
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114 


1 - { 4- [(diethylainino)methyl]phenyl } -6 -fluoro-7- [4-(2- 
fluorophenyl)piperazin- 1 -yl]-8-methox:y-4-oxo- 1 ? 4~dihydroquinoline- 
3-carboxylic acid 


115 


7- [4-(3-chloropheiiyl)piperazin- 1 -yl] -l-{4- 
[(diethylamino)meth^^ 
dihydroquinoline-3-carboxylic acid 


116 


7_ [4-(4-acetylphenyl)piperazin~ 1 -yl]- 1-{4- 
[(diethylamino)methyl]phenyl } -6-fluoro-8 -methoxy-4-oxo- 1 ,4- 
dihydroquinoline-3 -carboxylic acid 


117 


7-[4-(2-cyanophenyl)piperazin-l-yl]- 1- {4- 
[(diethylamino)methyl]phenyl } -6-fluoro-8-methoxy-4~oxo- 1 ,4- 
dihydroquinoline-3-carboxylic acid 


118 


7-[4-(4-chlorophenyl)piperazin- 1-yl] -l-{4- 
[(diethylaniiiTo)methyl]phenyl}-6-fluoro-8-methoxy-4-oxo- 1 ,4- 

dihydroquinoline-3 -carboxylic acid 


119 


7-[4-(3-chlorophenyl)piperaz^ 

1 -ylmethyl)phenyl] -8-(trifluoromethoxy)- 1 ,4~dihydroquinoline-3- 
carboxylic acid 


120 


6-fluoro-7-[4-(6-methylpyridin-2-yl)piperazin- 1 -yl]-4-oxo- 1 -[4- 
(pyrrolidin- l-ylmethyl)phenyl]-8-(triflaoromethoxy)- 1 ,4- 
dihydroquinoline-3-carboxylic acid 


121 


6-fluoro-7-[4-(4-fluorophenyl)piperazin.-l-yl]-4-oxo-l--[4-(pyrrolidin- 
l-ylmethyl)phenyl]-8-(trifluoromethoxy)»l,4-dihydroquinoline-3- 
carboxylic acid 


122 


6-fluoro-7- [4-(3 -methylpyridin-2-yl)-piperazin- 1 -yl] -4-oxo- 1 - [4- 
(pyrrolidin- l-ylmethyl)phenyl]-8-(trifluoromethoxy)- 1 ,4- 
dihydroquinoline-3-carboxylic acid 


123 


6-fluoro-4-oxo-7-(4-pyrimidin-2-yl-piperazin-l-yl)-l-[4-(pyrrohdm- 
ylmethyl)phenyl]-8-(trifluoromethoxy)- 1 ,4-dihydroquinoline-3- 
carboxylic acid 


124 


6-fluoro-4-oxo-7-(4-pyridin-2-yl-pipera2;in- 1 -y 1)- 1 - [4-(pyrrohdm- 1 - 
ylmethyl)phenyl]-8-(trifluoromethoxy)- 1 ,4-dihydroquinoline-3- 
carboxylic acid 
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125 


7-[4-(3-cyanopyridin~2-yl)pipera 
(pyrrolidin-l-ylmethyl)pte 
dihydroquinoline-3-carboxylic acid 


126 


1 - { 4- [(dimethylamino)methyl]phenyl } -6-fluoro-4-oxo-7-(4-pyridin-2- 
ylpiperazin- l-yl)-8-(trifluoromethoxy)-l ,4-dihydro-quinoline-3- 
caxboxylic acid 


127 


1 - { 4- [(dimethylamino)methyl] phenyl } -6-fluoro-7-[4-(6-methylpyridin- 

2- yl)piperazin- 1 -yl]-4-oxo-8-(txifluoromethoxy)- 1 ,4-dihydroquixioline- 

3- carboxylic acid 


128 


1 - { 4- [(dimethylamino)methyl]phenyl } - 6-fluoro-4-oxo-7-(4-pyri 
2-ylpiperazin- 1 -yl>8-(trifluoromethoxy)- 1 ? 4-dihydro-quinoline-3- 
carboxylic acid 


130 


7-[4-(3-chlorophenyl)piperazin- 1 -yl] - 1- { 4- 

[(dimethylamino)methyl]phenyl } -6-fluoro-4-oxo-8-(trifluoromethoxy)- 
1 ,4-dihydroquinoline-3-carboxylic acid 


131 


l-{4-[(dimethylamino)methyl]phenyl}-6-fluoro-7-[4-(4- 
fluorophenyl)piperazin- 1 -yl]-4-oxo-8-(trifluoromethoxy)- 1 ,4-dihiydro- 
quinoline-3-carboxylic acid 


132 


1 - { 4-[(diethylamino)methyl]phenyl } -6-fluoro-4-oxo-7-(4-pyridixi-2- 
ylpiperazin- 1 -yl) - 8 - (trifluoromethoxy) - 1 ,4-dihydro-quinoline-3- 
carboxylic acid 


133 


ethyl l-{4-[(diethylamino)methyl]-phenyl}-6-fluoro-4-oxo-7-(4- 
pyrimidin-2-ylpiperazin- 1 -yl)-8-(trifluoromethoxy)- 1 ,4- 
dihydroquinoline-3 -carboxylate 


135 


1 - { 4-[(diethylamino)methyl]phenyl } -6-fluoro-7-[4-(2- 
fluorophenyl)piperazin- 1 -yl]-4-oxo-8-(trifluoromethoxy)- 1 ,4-ditxydro- 
quinoline-3-carboxylic acid 


136 


7- [4-(3~chlorophenyl)piperazin- 1 -yl] - 1 - { 4- 

[(diethylanuno)methyl]phenyl}-6-fluoro-4-oxo-8-(trifluoromethoxy)- 
1 3 4-dihydro-quinoline-3-carboxylic acid 


137 


1 - { 4-[(diethylamino)methyl]phenyl } -7-[4-(2,4- 

difluorophenyl)piperazin-l--yl]-6-fluoro-4»oxo-8--(trifluoromethoxy)- 
1 ,4-dihydro-quinoline-3-carboxylic acid 
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138 


1 - { 4- [(diethylamino)methyl]phenyl } -6-fluoro-4-oxo-7-(4- 
phenylpiperazm-l-yl)-8-(trifluoromethoxy)-l,4-dihydroquinoliixe-3- 
carboxylic acid 


139 


6-fluoro- 1 - (4- { [(2S)-2-methylpiperidm~ 1 -yl]methyl }phenyl)-4-oxo-7- 
(4-pyrinxidin-2-ylpiperazin- 1 -yl)-8-(trifluoromethoxy)- 1 ,4- 
dihydroquinoline-3 -carboxylic acid 


146 


8-[chloro(difluoro)methoxy]-6-fluoro-4-oxo-7-(4-pyridin-2- 
ylpiperazin- 1 -yl)- 1 -[4-(pyrrolidin- 1 -ylmethyl)phenyl] - 1 ,4- 
dihydroq^inoline-3 -carboxylic acid 


147 


8-[chloro(difluoro)methoxy]-6-fluoro-7--[4-(4-fluorophenyl)piperazin- 
1 _yi] -4-oxo- 1 - [4-(pyrrolidin- 1 -ylmethyl)phenyl]- 1 ,4-dihydroquinoline- 
3-carboxylic acid 


148 


8-[chloro(difluoro)methoxy]-7-[4-(4-chlorophenyl)piperazin-l-yl]~6- 
fluoro-4-oxo- 1 - [4-(pyrrolidin- 1 -ylmethyl)phenyl] - 1 ,4- 
dihydroq-uinoline-3 -carboxylic acid 


149 


8-[chloro(difluoro)methoxy]-7-[4-(3-cyanopyridin-2-yl)piperazio-l- 
yl]-6-fluoro-4-oxo- 1 -[4-(pyrrolidin- 1 -ylmethyl)-phenyl]- 1 ,4- 
dihydroqiainoline-3 -carboxylic acid 


151 


8- [chloro (difluoro)methoxy] -7-[4-(3 ,4-dimethylphenyl)piperaziii- 1 -yl] - 
6-fluoro-4-oxo- 1 ~[4-(pyrrolidin- 1 -ylmethyl)phenyl]- 1 A- 
dihy dr o quino line- 3 -c arb o xy lie acid 


152 


8-[chloro(difluoro)methoxy]-6-fluoro-4-oxo-7-(4--phenylpiperaziri-l-- 
yl)- 1 - [4-(pyrrolidin- 1 -ylmethyl)phenyl]~ 1 ? 4-dihydro-quinoline-3- 
carboxylic acid 


153 


6-fluoro-4--oxo-7-(4-pyrimidin-2-yl-piperazin- 1 -yl)- 1 - [4-(pyrrolidin- 1 - 
ylmethyl)phenyl]-8-(trifluoromethoxy)- 1 ,4-dihy droquinoline-3 - 
carboxylic acid 


154 


8 - [chloro(difluoro)methoxy] - 1 - { 4- [(dimethylamino)methyl] phenyl } -6- 
fluoro-4-oxo-7-(4-pyridin-2-ylpiperazin~ 1 -yl)- 1 ,4-dihy droquinoline-3- 
carboxylic acid 


155 


8- [chloro(difluoro)methoxy] - 1 - { 4- [(dimethylamino)methyl]phenyl } -6- 
fluoro-7-[4-(4-fluorophenyl)piperazin- 1 -yl]-4-oxo- 1 ,4- 
dihydroquinoline-3-carboxylic acid 
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156 


8- [chloro(difluoro)methoxy] -7- [4-(4-chlorophenyl)piperazin- 1 -yl] - 1 - 
{ 4- [(dimethylamino)methyl]pheny 1 } -6-f luoro-4-oxo- 1 ,4- 
dihydroquinoline-3-carboxylic acid 


158 


8-[chloro(difluoro)methoxy]-7-[4-(3-cyanopyridin-2-yl)piperazin-l- 
yl]-l-{ 4-[(dimethylamino)methyl]phenyl } -6-fluoro-4-oxo- 1 ,4- 
dihydroquinoline-3-carboxylic acid 


159 


8-[chloro(difluoro)methoxy]-l-{44(diethylamino)methyl]phenyl}-6- 
fluoro-4-oxo-7-(4-pyridin-2-ylpiperazin- 1-yl)- 1 ,4-dihydroquinoline-3- 
carboxylic acid 


161 


8-[chloro(difluoro)methoxy]-7-[4-(3-cyanopyridin-2-yl)piperazin-l- 
y l]_ i - { 4- [(diethylamino ) methyl] phenyl } -6-fluoro-4-oxo- 1 ,4- 
dihydroquinoline-3-carboxylic acid 


162 


8-[cnloro(difluoro)methoxy]-7-[4-(2-cyanophenyl)piperazin-l-yl]-l- 
{ 4-[(diethylamino)methyl]phenyl } -6-fluoro-4-oxo- 1 ,4- 
dihydroquinoline-3-carboxylic acid 


163 


84chloro(difluoro)methoxy]-l-{4-[(diethylamino)methyl]phenyl}-6- 
fluoro-7-[4-(4-fluorophenyl)piperazin- 1 -yl] -4-oxo- 1 ,4- 
dihydroquinoline-3-carboxylic acid 


164 


8-[chloro(difluoro)methoxy]-7-[4-(4-chlorophenyl)piperazin-l-yl]-l- 
{ 4-[(diethylamino)methyl]phenyl } -6-fluoro-4-oxo- 1 ,4- 
dihydroquinoline-3-carboxylic acid 


165 


8-[chloro(difluoro)methoxy]-l-(4- 

{[ethyl(methyl)ainino]irLetiiyl}phenyl)-6-fluoro-4-oxo-7-(4-pyrimidiri- 
2-ylpiperazin-l-yl)-l,4-dihydroquinoline-3-carboxylic acid 


166 


8-[chloro(difluoro)methoxy]-7-[4-(3-cyanopyridin-2-yl)piperazm-l- 
y l]_l.(4.{[ethyl(methyl)aii)ino]methyl}phenyl)-6-fluoro-4-oxo-l,4- 
dihydroquinoline-3-carboxylic acid 


167 


8-[chloro(difluoro)methoxy]-l-(4- 

{[ethyl(methyl)amino]methyl}phenyl)-6-fluoro-7-[4-(4- 

fluorophenyl)piperazin-l-yl]-4-oxo-l,4-dihydroquinoline-3-carboxylic 

acid 


168 


8-[chloro(difluoro)methoxy]-7-[4-(4-chlorophenyl)piperazm-l-yl]-l- 
(4- { [ethyl(methyl)amino]methyl }phenyl)-6-fluoro-4-oxo- 1 ,4- 
dihydroquinoline-3 -carboxylic acid 
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170 


8-chloro- 1 -(4- { [(cyclopropylmethyl)amino]methyl } phenyl) 6-fluoro-4- 
oxo-7-(4-pyridin-2-ylpiperazin- 1 -yl)- 1 ,4-dihydroquinoline-3- 
carboxylic acid 


171 


8-chloro-l-(4-cyclohexylamLinomethyl-phenyl)-6-fluoro-4-oxo-7-(4- 
pyridin-2-yl-piperazin-l-yl) - 1 ,4-dihydroquinoline-3-carboxylic acid 


172 


8-chloro-6-fluoro- 1 { 4-[(2-h.ydroxycyclopentylamino)-methyl]- 
phenyl }-4-oxo-7-(4-pyridin-2-yl-piperazine- 1 -yl)- 1 ,4-dihydro- 
quinoline-3-carboxylic acid 


174 


8-chloro-l-{4-[(2-cyclohexyl-isopropyl-amino)-methyl]-phenyl}-6- 
fluoro-4-oxo-7-(4-pyridin-2-yl-piperazine- 1-yl)- 1 ,4-dihydro-quinoline- 
3-carboxylic acid 


175 


8-chloro-6-fluoro-l-(2-fiuoro-4-pyrrolidin-l-ylmethyl-phenyl)-7-[4-(6- 
methylpyridine-2-yl)-piperazine-l-yl]-4-oxo-l,4-dihydroquinoline-3- 

carboxylic acid 


176 


8-chloro-6-fluoro-7-[4-(4-fluorophenyl)-piperazine- 1 -yl]- 1-(2- 
methoxy-4-pyrrolidin-l-yliixethyl-pb.enyl)-4-oxo-l,4-dihydroquinoline- 

3-carboxylic acid 


177 


8-chloro-6-fluoro-7-[4-(4-fluorophenyl)-piperazine-l-yl]-l-(2- 
methoxy-4-piperidine- 1 -ylmethyl-phenyl)-4-oxo- 1 ,4-dihydroquinoline- 
3-carboxylic acid 


178 


8-chloro- 1 -(4-cyclobutylaminomethyl-2-methoxyphenyl)-6-fluoro-7- 
[4-(4-fluorophenyl)-piperazine- 1 -yl] -4-oxo- 1 ,4-dihydroquinoline-3 - 
carboxylic acid 


180 


8-(chloro-difluoromethoxy)-l-(4-cyclopentylaininomethyl-phenyl)-6- 
fluoro-4-oxo-7-(4-pyridin-2-yl-piperazin-l-yl)-l,4-dihyroquinoline-3- 

carboxyhc acid 


181 


8-(chloro-difluoromethoxy)- 1 -(4-cyclopentylaminomethyl-phenyl)-6- 
fluoro-4-oxo-7-[4(4-fluoroplienyl)piperazine-l-yl]-l,4- 
dihyroquinoline-3 -carboxylic acid 


182 


l-(4-cyclopentylaminomethyl-phenyl)-6-fluoro-7-[4-(4-rluorophenyl)- 
piperazine-l-yl]-4-oxo-8-trifluoromethoxy-l,4-dihyroquinoline-3- 

carboxylic acid 



167 



WO 2005/097752 



PCT/US2005/010999 



183 


l-(4-cyclopentylaminomethyl-pfaen^ 

piperazine- 1 -yl] -4-oxo-8 -chloro difluoromethoxy- 1 ,4-dihyroquinoline- 
3-carboxylic acid 


184 


8-chloro-7-[4"(3-cyanopyridin-2-yl)-piperazine- 1 -yl]-6-fluoro-l-(3- 
fluoro-4-pyrrolidin-l-ylmethyl-"phenyl)--4-oxo-l 5 4-dihydroquinolme-3- 
carboxylic acid 


185 


8-chloro-7-[4-(2-cyanophenyl)-pipera 

pyrrolidin- 1 -ylmethyl-phenyl)-4 -oxo- 1 ,4-dihydroquinoline-3- 
carboxylic acid 


186 


8-chloro-7- [4-(4-fluorophenyl)-piperazine- 1 -yl]-6-fluoro- 1 -(3-fluoro-4- 
pyrrolidin- l-ylmethyl-phenyl)-4-oxo- 1 ,4-dihydroquinoline-3- 
carboxylic acid 


187 


8-chloro-7-[4-(4-chloro 

4-pyrrolidin- 1 -ylmethyl-phenyl) -4-oxo- 1 ,4-dihydroquinoline-3 - 
carboxylic acid 


188 


8-chloro-7- [4-(4-cyanophenyl)-piperazine- 1 -yl] -6-fluoro- 1 -(3 -fluoro-4- 
pyrrolidin- 1 -ylmethyl-phenyl)-4-oxo- 1 ,4-dihydroquinoline~3- 
carboxylic acid 


189 


8-chloro- 1 -(4-cyclohexylaminoinethyl-phenyl)- 6-fluoro-4-oxo-7-(4- 
pyrimidin-2-yl-piperazin- 1-yl)- 1 ,4-dihydroquinoline-3 -carboxylic acid 


191 


8-chloro-l-(4-cyclobutylaminonxethyl-phenyl)-6-fluoro-4-oxo--7-(4- 
pyrimidin-2-yl-piperazin-l-yl)-l ,4-dihydroquinoline-3-carboxylic acid 


192 


7-[4-(4-cyanophenyl)-piperazine- 1 -yl] ~6-fluoro-8-methoxy-4-oxo- 1 -(4- 
piperidin- 1 -ylmethyl-phenyl)- 1 ,4--dihydroquinoline-3-carboxylic acid 


193 


6-fluoro-8-methoxy-4-oxo- 1 -(4-piperidin- 1 -ylmethyl-phenyl)-7-(4- 
pyrimidine-2-yl-piperazine- 1 -yl] - 1 ,4-dihydroquinoline~3 -carboxylic 
acid 


194 


6-fluoro-8-methoxy-4-oxo- 1 -(4-piperidin- 1 -ylmethyl-phenyl)-7-(4- 
pyridin-2-yl-piperazine-l-yl]- 1 ,4-dihydroquinoline-3-carboxylic acid 



5. A pharmaceutical composition comprising a compound of claim 1 and a 
5 pharmaceutical^ acceptable excipient 
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6, A method of treating a hyperproliferative disorder comprising administering to a 
mammalian subject an effective amount of a compound of claim 1. 
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